Abstract
Introduction

Materials and Methods
10
C. elegans strains 11 Strains used in this study were maintained at 22˚C following standard methods.
12
Young adult hermaphrodites derived from the wild type reference strain N2 Bristol
13
were used for all experiments. The following mutant strains were used. SJ4100: 
Stress induction assays
9
For drug-induced stress, transgenic L4 animals were transferred to fresh NGM plates 
Results
11
FSHR-1/GPCR signaling regulates the UPR mt
12
Prior studies found that fshr-1 mutants have normal lifespans (POWELL et al. Figure 1D ). Thus, FSHR-1 positively 16 regulates UPR mt activation in response to mitochondrial stress. activation, and intestinal fshr-1 has a minor role in contributing to UPR mt activation. Neuronal FSHR-1 regulates baseline hsp-6 expression.
10
Under non-stressed conditions, fshr-1 mutants exhibited a small but sphk-1 and fshr-1 displayed defects in paraquat-induced hsp-6 induction that were 6 no more severe than those seen in single mutants (93% reduction, Figure 2A ). and to promote organism-wide protection from mitochondrial stress-induced lethality.
18
Moreover, FSHR-1 functions in both the nervous system and the intestine to activate 
Discussion
21
The nervous system coordinates various stress responses by releasing diffusible This work was supported by grants from the NIH National Institute of Neurological promote activation of the UPR mt by a mechanism that may be independent of SPHK-1. 17
